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(54)™e: HEPATITIS CINHIBITOR PEPTIDE ANALOGUES 




(I) 



(57) Abstract 

compound of formula 0) active against the Hep^tis C virus. ^-^.JJ: ^ ^^^^^^^ l^'ctTSt^ t 

carboxy(lower)alkyl; b is 0 or 1; Rs. when present. « C w allq^ . ^ ^^j^!"™^! ^ cartH^xyaower)alkyl: or W is a proline 
C,-.o alkyl; W is -NH-^H(|^^)-C(OK «Jerem^^ ?is CH or N^^R^cS or C.^ alLyl both optionaUy substituted 

^T^!^ rr^^aST^^Stu^er^^^^^^^ Sroup of the formula -CH(R.>^(0)R.sR. whe.m 

R,5 and Ri6 ate independently Ce-M aryloxy; and Ri is as defined above. 
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After 60 min pre-incubation at 30°C, 20 ^lL of 
substrate solution (50 inM Tris-HCl, pH 8, 0.5 M 
Na2S04, 50 ikM NaCl, 0.1 mM EDTA, 665 Succ-AAA-pNA) 
were added to each well and the reaction was further 
5 incubated at 30°C for 60 min after which time the 
absorbance was read on the UV Thermomax® plate 
reader. Rows of wells were allocated for controls 
(no inhibitor) and for blanks (no inhibitor and no 
enzyme) . 

10 

The sequential 2-fold dilutions of the inhibitor 
solution were performed on a separate plate by the 
liquid handler using 50 mM Tris-HCl pH 8. 50 mM NaCl. 
0.1 mM EDTA, 0.02% Tween-20, 15% DMSO. All other 
15 specificity assays were performed in a similar 
fashion. 

The percentage of inhibition was calculated using the 
formula: 

20 [l-((UVinh-UVblanlc)/(UVctl-UVbiank))] X 100 

A non-linear curve fit with the Hill model was 
applied to the inhibition-concentration data, and the 
50% effective concentration (IC50) was calculated by 
25 the use of SAS software (Statistical Software System; 
SAS Institute, Inc., Gary, N.C.). 

Example 21 

Tables of compounds 



30 



The following tables list IC50 values of compounds 
representative of the invention. 



The following abbreviations are used: 
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ICso: The concentration required to obtain 50% 
inhibition in the NS3 protease/NS4A cofactor peptide 
radiometric assay according to Example 19. 
HLE: The concentration required to obtain 50% 
inhibition in the human leukocyte elastase assay; 
PPE: The concentration required to obtain 50% 
inhibition in the porcine pancreatic elastase assays- 
Other: Figures unmarked indicate the concentration ' 
required to obtain 50% inhibition in the bovine 
pancreatic a- chymo trypsin assay; figures marked with 
indicate the concentration required to obtain 50% 
inhibition in the human liver cathepsin B assay; MS: 
Mass spectrometric data (MH* from FAB) ; AAA: amino 
acid analysis data expressed in % peptide recovery; 
Acpr: 1-amino-cyclopropylcarboxylic acid; Acpe: 1- 
amino-cyclopentylcarboxylic acid; Abu: aminobutyric 
acid; Chg: cyclohexylglycine (2-amino-2-cyclohexyl- 
acetic acid); Hyp: 4 W -hydroxyproline; Hyp(4-Bn) : 
4ri?;-benzyloxyproline; Pip: pipecolic acid; Tbg: 
tert-butylglycine; Ac: acetyl; Bn: benzyl; O-Bn: 
benzyloxy; DAD: 3-carboxypropionyl ; and DAE: 4- 
carboxybutyryl . 
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vniat is claimed is: 



1. 



A compound of formula I: 



5 



P6 



P5 



P4 



P3 



P2 



P1 




a 



(I) 



wherein B is an acyl derivative of formula Rii-C(O)- 
wherein Rn is Ci-io alkyl optionally substituted with 
carboxyl; or Rn is Ce or Cio aryl or C7-16 aralkyl 
optionally substituted with a Ci-g alkyl; 
a is 0 or 1; 

Re, when present, is carboxy ( lower ) alkyl ; 
b is 0 or 1; 

Rs, when present, is Ci-e alkyl, or 

carboxy ( lower ) alkyl ; 

Y is H or Ci-5 alkyl; 

R4 is Ci_io alkyl; C3-10 cycloalkyl; 

R3 is Ci-10 alkyl; C3-10 cycloalkyl; 

W is a group of formula II: 



O 




Formula II 



25 



wherein R2 is Ci-io alkyl or C3.7 cycloalkyl optionally 
substituted with carboxyl; Ce or Cio aryl; or C7.16 
aralkyl ; or 



